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4. FFBCRI and the CCC will track the extent to which the availability of travel reimbursement reduces the rate of 
enrollment failure. COMPLETED 

5. FFBCRI to provide information about the recruitment actions taken to date to meet study enrollment goals. 
COMPLETED 

6. The CCC will follow-up with sites to inquire about discussions that have occurred with participants with elevated 
LFTs, and to ensure all sites are providing study participants with the option of discontinuing study drug and/or 
withdrawing from the trial for abnormal laboratory results. COMPLETED 

7. The CCC will make the following modifications to data presentations in future DSMB reports: 

a. Add distributional statistics, inclucting interquartile range, to Closed Session Table 1 I Summary of Study 
Medication Exposure and Overall Compliance. A graph may also be considered for presenting these data. 
COMPLETED 

b. Provide summary tables and graphs of efficacy outcome data in the closed session report. COMPLETED 

c. Modify adverse event (A£) summary tables that indicate the number of newly occurring AEs since the last 
DSMB meeting. COMPLETED 

d. For tables presenting pre-screen and screen failures data, characterize RP patients who are ineligible due to 
the results of genetic testing as "autosomal dominant RP, not genetically characterized" rather than "not 
autosomal dominant for RP". COMPLETED 

8. FFBCRl and the CCC will provide the DSMB with updates about new publications on VPA and retinal 
degeneration. COMPLETED 

9. The CCC will send out a clean version of the DSMB Charter to members and request member sign-off. 
COMPLETED 

10. FFBCRJ to schedule the next DSMB meeting to be a conference call on Thursday, April 4, 2013 from I :30-3:30 pm 
ET. A face-to-face DSMB meeting will be scheduled on Wednesday, October 2, 2013 from 12:00-4:00 pm ET in 
Columbia, MD. COMPLETED 

Open Session (Preliminary) 

The Open Session began with Dr. Zilliox asking the DSMB to discuss several issues during the Closed Session. Dr. Zilliox 
expressed concern with study drug exposure in participants who require drug ho lidays or dose reductions due to elevated liver 
function tests (LFTs), and the impact of low study drug exposure on efficacy outcomes. Dr. Zill iox also requested that the 
DSMB discuss the population that would define the per protocol analyses, the possibility to conduct a futility analysis, and to 
consider stopping enrollment at 80 participants rather than the 90 participants noted in the protocol. These latter two requests 
originated from the FFBCRI Board. Dr. Zilliox stated that she has no safety concerns for the study. 

The role of Steve Rose with the DSMB was discussed. Prior to the last meeting of the DSMB, which occurred on April 30, 
20 12, Dr. Rose infonned tl1e DSMB that he no longer was involved in the operational aspects of the VP I study, and that 
FFBCRI would be transferring the role of Principal Investigator (PI) to Dr. Zilliox. With this knowledge, the DSMB 
approved Dr. Rose's attendance during the closed session of the April 30th meeting. However, since that meeting, Dr. Rose 
was temporarily reinstated as the PI of the VP I study to facilitate the process of activating the new clinical sites. The 
Department of Defense (DoD) required full IRB review to remove Steve Rose as study Pl. FFBCRI did not want to delay 
activating the new sites while this administrative process was reviewed and approved by the DoD and lRBs, so Dr. Rose 
temporarily remained as the study Pl. FFBCRI will soon submit to the DoD a request to transfer the role ofPl from Dr. Rose 
to Dr. Zilliox for the VPI study, and Dr. Rose will then be able to participate in the Closed Session of the DSMB again. 

Open Session 

Dr. Fine provided an overall summary of the major points of discussion during the initial Closed Session. He reported that 
the DSMB did not identify any safety concerns in the study. He discussed rhe issue of participants with dose reductions 
which may result in low VPA exposure, and stated tltat the therapeutic range is unknown for the VPI study indication. 
Therefore, maintaining study participants on a lower dose to gather more infonnation seems reasonable. Dr. Fine requested 
that further information be provided to the DSMB about the communication by the sites to participants with e levated liver 
function tests. The DSMB would like to know ifparticipants were informed that they had e levated test results and about the 
option to discontinue the study medication/withdraw ·from the study. 
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Dr. Fine reported that the major concern of the DSMB is study recruitment. He offered suggestions from the DSMB about 
steps that could be taken to bolster enrollment, including pubHcizing the study through direct communications with retina 
spec ia lists, ophthalmologists, optometrists, and to searcb local registries that may contain R.P patients. The VPI study could 
also be publicized at professional meetings such as ARVO and AAO. The DSMB also asked for clarification on how the four 
new sites were selected. 

Dr. Fine stated that the DSMB recommends not to reduce the sample size from 90 to 80 participants. The primary reason is 
that VPA has only been shown to be effective in some types of RHO mutations and the VP l study has enrolled approximately 
one third of its participants with mutations in genes other than RHO, which may dilute any potential treatment effect with 
VPA. The DSMB discussed whether the e ligibility criteria should be restricted to study parti.cipants with RHO mutations, but 
detennined that rather than a protocol modification, study investigators should primarily focus on screening and enrolling 
participants with RHO mutations first before enrolling participants w ith other autosomal dominant mutations. Dr. Zill iox 
agreed with not reducing the sample size, noting that tltis request for consideration of sample size reduction came directly 
from the FFBCRI board. 

Ms. C hiostri described the selection process for the four new sites. Recommendations for potential new sites were provided 
by the two existing sites, University of Utah (UtaJ1) and Retina Foundation of the Southwest (RFSW), the Reading Center, 
and the FFBCRJ board. As an example, Dr. Weleber from the Reading Center recommended the University of Tennessee 
(Tennessee) be considered due to a familial population with the RHO mutation in Tennessee and surrounding areas. 

Dr. fine inquired about how sites are reimbursed, and Ms. Chiostri explained that sites are paid on a per-patient per-visit 
basis, as well as being provided some up-front funding for staff training. 

Ms. Chiostri described the recruitment potential ·from the new sites and the RP population they are being drawn from. She 
reported that Tennessee has one new participant scheduled for screening every week until after Thanksgiving. She a lso 
indicated that the University of Miami (Miami) has a large database with approximately 60 patients already genotyped as 
autosomal dominant. Also at Miami, eighty patients in the database required genetic testing, so FFBCRI paid for the testing 
and 40 of those patients were genetically characterized as autosomal dominant. The details of the specific genetic mutations, 
such as how many participants had RHO genetic mutations, have not been provided to FFBCRI. Miami recently experienced 
many layoffs, including the study coordinator, which has resulted in delays due to the tra ining of new study staff. One 
participant bas been randomized at Miami. The DSMB requested FFBCRl provide information on the specific mutations of 
the potential participants at Miami. 

Ms. Cbiostri noted that Oregon Health & Sciences University (OHSU) has a mix of patients, some with genetic screening 
a lready conducted. OHSU has 18 RP patients who are genotyped as autosomal dominant. Univers ity of Michigan has a 
database ofRP patients but many have not yet been genetically tested. 

The DSMB discussed other potential sites for the study, including sites i.n areas with large R.P populations, such as Boston, 
Philadelphia, and New York City. FFBCRI noted that sites in Boston and Philadelphia were considered, but potential 
investigators from these areas did not express interest in participating in the VP I; study. Dr. Fine noted that historically, NIH
supported eye studies have not enrolled weLl from s ites in the New York City area. Dr. Zilliox stated that she believed the 
four new s ites could complete the enrollment of 90 participants, but was unsure how much time would be needed. Dr. Rose 
noted that FFBCRl bad looked into the FFB registry but it bas not been useful in identifying potential study participants. 

The DSMB discussed potential ways to inc rease enrollment, such as publicizing the VPl trial through direct communications 
with retina specialists, ophthalmologists, and optometrists and also at professional meetings such as ARVO and AAO. Dr. 
Fine suggested having investigators send personal letters to other doctors in their area. Dr. Duncan mentioned the need to 
create "buzz" about the study us ing resources such as RP blogs, Facebook, and listservs. Dr. Fine noted that a face-to-face 
investigator meeting at ARVO could be beneficial. Ms. Chiostri stated that an investigators meeting was held at the 2012 
ARVO meeting, and future meetings at ophthalmic meetings will be strongly considered. Ms. Chiostri also shared activities 
conducted by new investigators such as Dr. Iannaccone at Tennessee, who has already made presentations to local doctors 
about the VP I study. A monthly VP I news letter is also distributed to study investigators. Dr. Zilliox offered to provide the 
DSMB with monthly summaries of recruitment activities. 

Ms. Chiostri presented a slide on the additional travel funds provided by FFBCRl to study parti.cipants. She reported that 
Utah and RFSW are contacting participants who previously declined participation in the study due to trave l costs. The DSMB 
noted that it was of interest to track the extent to which the availability of travel reimbursement improves enrollment. 

The DSMB discussed potential new methods for genetic testing that were not available when the study was planned, in 
particular, exome sequencing, which couLd help identify more patients with autosomal dominant mutations than the current 
genetic testing. Dr. Rose responded that exome sequencing to identify potential study participants could be considered, but 
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noted it would be a long process to implement. He preferred that FFBCRJ concentrate on recruitment at the four new sites 
before considering other kinds of genetic testing. 

Dr. Duncan recommended describing RP patients who are ineligible due to the results of genetic testing as "autosomal 
dominant RP, not genetically characterized" rather than "not autosomal dominant for RP". Tables presenting pre-screen and 
screen failures will be modified accordingly in future DSMB reports. 

The DSMB inquired about discussions that have occurred with study participants w ith elevated LFTs. The DSMB would like 
to know if the participants were informed about abnormal laboratory results, and to ensure all sites are providing the option to 
study participants with elevated LFTs to discontinue study drug and/or withdraw from the trial. The CCC will follow-up with 
the sites to determine the information provided to participants. 

Dr. Fine requested updates be provided to the DSMB within future reports about new publications on VPA and retinal 
degeneration. 

The next two DSMB meetings were scheduled. A conference call on Thursday, April 4, 2013 fl·om I :30-3:30 pm ET is 
planned, and a face-to-face DSMB meeting wiU be scheduled on Wednesday, October 2, 20 13 from 12:00-4:00 pm ET in 
Columbia, MD. 
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FFBCRJ Data  and Safety  Monitoring Board  Meeting 

VPI  Study 

Wednesday, May 15, 2013 

3:00  PM -5:00 PM ET 

 
OPEN SESSION WrTH ACTION ITEMS AND RECOMMENDATIONS 

 

List of Attendees: 
 

Data and Safety Monitoring Board (DSMB) Stuart Fine, MD, Chair 

Gary Ingenito, MD, PhD 

Jacque Duncan, MD 

Dean Bok, PhD 

Marie Diener-West, PhD 

Karen Rothenberg, JD 

Foundation Fighting Blindness (FFB) Stepheo Rose  PhD 

Foundation Fighting Blindness Clinical  Research 

Institute{FFBCRJ) 

Patricia ZiJiiox, PharmD, PhD 

Judith Chiostri, MS 

Clinical Coordinating Center (CCC) Robert Lindblad, MD 

Paul VanVeldhuisen, PhD 

Jennifer McCormack, MS 

Aimee Wahle, MS 

J anet Van Dyke 

 
The meeting opened  with an executi ve closed  session of the DSMB.   After the executive session, unmasked staff  from the 

Clin ical Coordinating  Center  and  Foundation  Fighting  Blindness  joined the DSMB  for a brief closed session.   The closed 

session  was followed by an open session of the DSMB, and the meeting  ended  with another closed session.   Minutes of the 

closed sessions are provided in a separate document  accessible  only to DSMB  members and unmasked staff from tbe CCC 

and FFB. 
 

Below is a list of recommendations and action items based on discussions  in botb the open and the closed sessions,  followed 

by the meeting minutes of the open session. 
 

Recommendations: 
 

I .  The DSMB recommended the continuation of the V P I   study. 
 

2.    The DSMB recommends sites continue to focus on recruitment with efforts to complete enrollment of the trial by the 

next DSMB meeting on October 2, 2013. 
 

3.    The  DSMB encourages randomization  of participants with the RHO  mutation  because  those  participants  may be 

most likely to respond to VPA based on previously-published literature. 
 

4.    The  DSMB would like investigators to be aware of the May 6, 2013 FDA warning based on results from a recent 

study  which  reported  that the  use of  valproate  products  in pregnant  women  can  lead to decreased  IQ scores  in 

exposed children.  The FDA recommended that valproate products no longer be used as a preventive measure against 

migraines in pregnant women.  For the VPl  study, investigators should continue  to be cautious in enrolling females 

of childbearing  potential and ensure that those participants use effective  birth control. 
 

5.  The DSMB suggested a subgroup analysis of RHO participants to be examined at the next DSMB meeting.  Note: 

subsequent to the DSMB meeting, this recommendation  was not included  in the l ist of recommendations to the sites 

based on communication  between Dr. Fine and the CCC and that the DSMB, FFBCRI, and the CCC  win discuss 

prior ro the October 2013 DSMB meeting the implications and timing of the subgroup ana lysis before any subgroup 

analyses are performed. 
 

6.   The DSMB did not recommend a futility analysis as this time, but would consider havin g the CCC perform a futility 

analysis should recruitment be ongoing at its October 2013 meeting. 
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Action Items: 

1. FFBCRI to provide the DSMB with a report summarizing recruitment by the end of August. UNDER 
DEVELOPMENT 

2. The CCC will prepare the regular quarterly recruitment report by JuJy 3 1, 2013. COMPLETED 

3. ln consultation with FFBCRl, the CCC will create a plan for a RHO subgroup analysis for review by the DSMB as 
part of the materials for the July quarterly report. If required, the CCC will perform the analysis for the October 
DSMB meeting based upon the DSMB's response. COMPLETED 

4. A face-to-face DSMB meeting will occur on Wednesday, October 2, 2013 from 12:00-4:00 pm ET in Columbia, 
MD. SCHEDULED 

Open Session 

Dr. Zilliox reported on the recent Invest igator Meeting in Dallas, TX on February 25, 20 13. She stated that it was a 
successful meeting and believes there is a renewed commitment to complete enrollment in the VP I study over the next few 
months. Dr. Zilliox explained that beyond determining the efficacy of VPA, the VP I study also provides a unique 
opportunity to collect natural history data on RP patients. During the Investigator Meeting, the study investigators expressed 
that they were encouraged by this opportuJljty. 

Dr. Z illiox noted that as of the date of the DSMB meeting on May 15, there were 59 participants randomized and 18 
participants in active screening. In addition, approximately 30 additional potential participants have been identified by the 
sites. Together, these numbers indicate that reaching enrollment of90 participants is plausible. 

Dr. Zilliox reported that there was also a recent meeting to discuss the new clinical endpoint EZ width, and explained that data 
from the VP I study can be used as a basis to validate this measure. Dr. Duncan provided a description of the ellipsoid zone 
(referred to as EZ) width measurement, which is the distance calculated from spectral domain OCT scans between the edge 
(i.e., the inner segment/outer segment) of the advancing RP degeneration on either side of the fovea. She stated that the EZ 
width is an objective structural measure that may correlate with the 14e isopter on Goldmann's visual field, and because it has 
less variability than functional measures of visual field, it could be an important outcome measure to predict progression of 
RP in clinical trials. Dr. Duncan noted that data from the VP I study provides a unique opportunity to validate the EZ width 
measurement. 

Dr. Zilliox stated that FFB is considering an ancillary follow-up study on VP J study participants for three additional years 
post VPA treatment to allow continued collection of data on disease progression, including assessment ofEZ width. 

Ms. Chiostri discussed efforts by FFBCRl to increase enrollment in the VPl study. She reported an increase in screening and 
randomization since the Investigator Meeting in Dallas on February 25. FFBCRJ has increased travel funds for participants 
and added flexibility for sites to provide fmancial assistance to participants (payments vs. reimbursements). FFBCRJ has a lso 
provided sites with a service to assist in finding current contact information for potential participants who have can no longer 
be located, and two sites have found I 0-12 potential participants using the service. Dr. Fine inquired about the status of 
University of Miami (Miami), because recruitment at this site appears to be Jagging. Ms. Chiostri noted that Miami has had 
good results using the service to find RP patients from their database who had moved. Ms. Chiostri explained that Miami has 
experienced delays receiving genotype results from the Carver Lab in Iowa, which has impacted recruitment, so FFBCRJ has 
paid to have the results expedited. Ms. Cl1iostri stated that FFBCRJ has received funding to create a registry of RP patients. 
Dr. Fine noted that it will be important for registry patients to be contacted several times a year so that patients are not lost. 

Dr. Fine inquired about the timeline to complete recruitment. Ms. Chiostri replied that the current goal is to complete 
enrollment by the end of July, but realistically this could extend into September or later. Dr. Zilliox believes that there are 
enough patients either in active screening or identified for screening to complete enrollment. Dr. Fine stated that it would be 
phenomenal if enrollment finished by the end of the year. Dr. Fine requested that FFBCRI send the DSMB a recruitment 
report by the end of August, and Ms. Chiostri agreed to send this report. 

Professor Rothenberg asked about the amendment to the protocol to allow enrollment of participants before genotyping has 
been completed, provided that the participant has a family member with a confirmed adRP mutation. 1t was explained that if 
a participant has a genetically-confirmed familial history of adRP, the participant has a high likelihood of also having 
genetically-confirmed adRP. 
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Dr. Zilliox requested that the DSMB consider during the closed session the FFBCRl Board's request to perform an interim 
analysis, even though she and Ms. Chiostri do not favor perfo.rming a futility analysis at this time. (Note: see the 
recommendation section above for the results of the discussion on a futility analysis). 

Ms. McCormack provided a description of data on treatment exposure and compliance included in Tables 16 and 17 and 
Figure 2. She noted that compliance calculated based on pill counts was generally good. Ms. McCormack also reported that 
there were six participants that terminated study drug early (Table 15). She explained that two of the early medication 
terminations stopped study drug after 52 weeks of exposure but prior to the Week 52 study visit due to expiration of the study 
drug. 

The DSMB discussed the adverse events (AEs) reported so far in the VPI study. Dr. Lindblad stated that be expected to see 
the AEs that have occurred from treatment with VPA. He noted that in general VPA has been fairly well tolerated by 
participants. Professor Rothenberg inquired about the two serious AEs (SAEs), which were both considered unrelated to 
study drug: arthritis in hip and cut hand. Dr. Lindblad reported that there were no pregnancies. Ms. McCormack noted that 
one participant in screening was found to be pregnant but was not randomized. She also reported that there has been one 
additional SAE since the database freeze, which was atrial fibril lation in a participant with a history of atrial fibrillation. This 
SAE was considered unrelated to study drug. 

A face-to-face DSMB meeting is scheduled on Wednesday, October 2, 2013 from 12:00-4:00 pm ET in Columbia, MD. 
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